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3§Sfl^&£>*T,T^5„ CRFtt^&ftfti&BJ&K:, ifcCRF^tt^ft 

^fiJB^fciSVN-CJfiSV^iaSWfe^fcSitWS (FASEB 1 2, 2 8 7- 
2 9 7 (1 9 9 8) ) „ L^Ut^fe, ^SUR^ttS CR F©a«fcoV*TI* 
TO^^ttTfc&Ts CRF&t*CRFg5gtt:TV*=f=* f^€-&7%Msa/ 

$ fet^o^ic if© j; 5 %mw*x.&-r<Dfr\-*±< jfmx?hz B 

■tL-C, B^4#fFWM^W0 9 5/3 4 5 6 3, W09 4/1 36 43, W 
09 4/ 1 3677, WO 9 4/ 13676, WO 9 5/3 3 7 5 0, WO 9 6 
/35689, WO 97/2 9109, WO 9 7/29110, WO 98/35 
10, W0 9 8/8 84 6, W098/8 84 7, WO9 8/2 7 0 6 6, WO 
9 8/293 97, WO 9 8/35967, WO 9 8/4 2706, WO 98/ 
4 2 6 9 9, W0 9 8/4 78 7 4, WO 98/4 7903, WO 99/145 
4, WO 9 9/ 10350, WO 99/3 8868, WO 9 9/40 0 8 9, W 
0 9 9/4 500 7, WO9 9/5 1 6 0 8, W0 9 9/5 1 5 9 9, WO 0 0 
/l 1 00 3, WO 0 0/1 6 9 7©HiCliCRF§^7y^^ hfg- 

mmm, torn, >b&m, *¥js*^^=y^wt* % ^fry-u^^ 
(hiv) % sites, wa&& s wm&itfr^MfDXiteitijtmm, m^m* h 
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© B feft. C R F 1 %l®&7 =i-X h *%%im b~t% W^Xf* C R F 1 

A-Z (I) 

[JlIB:*;3\ 

SiNHCHR'R 1 R^^R^ttgfiai^T'fcS) X^^SI, 

Ar' 

N 
I 
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XttC.-.S/^ B7M*C...7M/Hit*t) -C3J£tL5g&^L ; 
Ai'IJab^^ C.-.7/^;H, C.-.T^^v^ C-^/l'W 

R'St/R"H:|^-XH:MjfeoT7k^®^XttCi-6Ty^/^^i-) -^£Jx5 

fi*»t>atrtt«ra-t> u < ttattsfi&£& i ~ 3 t> t < «sm^ 

-^n. *vi?>m. xy%p>m* wm^m, jy****-*^ jy 
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So 

<tt»^^{c«:, (i) ©-fb-g-ttra, 

2- [N— (2-^fW-4-^y/plf;l/7x=;V) - N-oifvV/' 5 
y] -4- [4- (3-7/Vto7x=;l/) -1, 2, 3, 6-fh7kKo^ 

2- [N- (2-^0^-4-^ yyot>7x=;U) _ N _ lW ^ ;] _ 
4- [4- (3-7^n7x=^) -1, 2, 3, 6 h y fc Kb f J) S?^ 

2- [N- ( 2 - ^ f >f - 4 - ^f y/n tf;U7 x^;V) _ N _^^. /UT§ 
7] -4- [5- -i, 2. 3, 6-ff7tKn^S 

6- [4- (4-^BD7i^) -l, 2, 3, 6-rb7l:Kne5i?y- 
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1— f/K) -2-^^-9- (2- tf-fls?*- a -J yyn\f ivy x=/k) 

4- (N-^/U-N-^vUT?/) -2, 5— 5?*?vl— 7- (2, 4, 6 

- h V ^f/i'7x^/l') -7H-t*Dn [2, 3-d] f JJ 

4- (N-T-f^-N-x^/?/) - 2 , 5, 6 - h !M ?vl.- 7 - (2, 

4, 6- h V ^^7*=;i/) -7H-tfnn [2, 3-d] tT J) 

7 ~ C^*~ (2-p< -3- (2-/o*-4-^y/ 

n ^ 71 -^ -5-^f^-3H-[l, 2, 3] hyr/n [4, 5- 

d] try$e?>, 

2- (N-^^B^BWf;V-N-^DW) 7$/-4- (2, 4, 6- 
hy*9vK7«=*) [l, 3, 5] M)7^ 

4- (N-^P7°n Wf/i,-N-yn fcW) T?y-6- (2, 4, 6- 

PB7x^) 7^-2, y $ 

5- ^ on-4- (N-^P7"pf;Mf/i/-N-7 B ^) 7- 5 / - 6 _ 
(2, 4, 6- M ^PP7i=;V) T ^ y _ ^ 

2- [N— (2-7*o*- 4> 6 Y^y^-jv) -N-oc^-yi,] 7S y 

-4, 6 -v^^vufy 

2- [N- (2-^n^-4, b*f7 -N-^^/U] 7$/ 

[i, 3, 5] hj)7>7y 

7- (2-^o^-4, S—VtYli-i/yx.—jv) -2, 4-^f^-7H- 
^nn [2; 3-d] If U 5S?>\ 

7- (N-iX^ P^D^pt^-N-^n^) 75/ _ 2> 5 _^^_ 

3- (2, 4, 6- hy ^f/l/7i-;V) -2H-t7^P [4, 3-d] fy 

4- [N- {\-^iVzTvi\f,v) 7^7] -2-^5"/V-8- (2, 4, 6- 

h y ^f-A^7^=.M *j y >\ 

4- (N-v^ c^ce/M^/lx-N-7 p nbVUT5:y) -2-^^/U-8- 
(2, 4-^PD7i=/l/) ^;i)y^ 

5_^, u _ 7 _ {N) N-^nfyUZ^/) -3- (2, 4, 6 - h y ^ 
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>vy^)V) ^-^j [3, 2-b] fpi?^ 

7- (l-=.?-As7u#*s,) -5-^/1—3- (2, 4, 

\fy-/n [1, 5-a] fUSi^ 
7- (N-^-N-xf/u 7 ^) -2, 5-&*?/U-3- (2, 4-v? 
^dp^ch^) tf^yn [l, 5-a] tfy*S» N 
7- [N- (2-pJ h^iXa:^) _ N _y p \f,vr%J) -2, 
-3- (2, 4-i?f h%-i/7x~/U) ¥?yZu [i, 5- a ] f») 
7- [N — ( 1 -xf/l//n fcJVl') 75/] - 2, 5-^^-3- (2-^ 
^-4-^ ^7^0 [1, 5-a] 

4- (N— 5^ d/b t/u^f /v-N-^n ;) _ 1 _ (2> 4 6 _ 

h V * ffls? -/Is) <4 y 3r y V >\ 

3- (2, 4-^QP7i=;P) - 5-7^^- 7- (N, N-v^Pt^T 
5/) fnn [i, 2-a] try 

5 ~^jU- 3 4 - (l-^/l^fvU) -1- (2, 4, 

^B7xz;V) - l, 3 a, 4, 6 a-7h7k Kn-f [4, 5-c] 

5 3 4 - (l-^5vl^5vU) -i_ ( 2 -7u^-4- 

^yyo^7x^) -l, 3a , 4 , 6a-7h7tKo^5^/[4, 5 
-c] tf7^— yK 

3 — [ (R) — (1 — J- y*r*/t=3-;V) /n^] - 5 -^ /U _ 7 _ (2> 4 _ 
6-hV*T^7~-,U) 75/-3H- [1, 2, 3] Y))T9u [4, 5- 

d] ify 

3- (l-^ot^) 5-^,1— 7- (2-7*n*-4Hy/.nf 

+ 7^-3H- Cl, 2, 3D h!)7/a [4. 5 

- d] try 

1- (l-^c^) 7"a^-6-^^- 4 - (2-^dd-4, 6 _^^ 
^7*=*) 75/-1H- [1, 2, 3] F9 7'/b [4, 5-c] If JJ >^ 
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1- {1~^JU) (2, 4-*J7u*7 

TS/-1H- [1, 2, 3] hPT-yo [4, 5-c] fcfyv^ 

h*i/-7~-jU) 7^/-lH- [1, 2, .3] MJT^n [4, 5-c] fy 

4- (1-^ Y^r->^T/U-2-^ F^x^UT^y) -2, 

8- (2, 4-^PD7i-;U) -If^yn [1, 5-a] [1, 3, 5] h 

5 J-/U- 7 - (N, N-v^^Pf/l/r 5 /) -2-^^V-3- (2, 4- 
v f ^pp7i=;l/) ^7/0 [4, 3-b] fcfyi^ 

3- (2-7°n^-4-^y7'Pt/V7x=/V) - 5 7 -^E/P* y / 

[4, 5-d] If]} 5^-2-^V x 
9 - (2-^n*-4-^y/Df;l/7x^) -6- (N-^ p^d fc?/i^ 
f;l/-N-/n^7>;) -2, 7 _^^_ 7f g-^tKn^iJy-s 

9- (2-7 I o*-4-^y7 , n^7x=;V) -6- (N-^nynW 

4 ~ (l-^^T'P^drv') -2, 6-i?^^-2- (2, 4, 6-Ky^ 

4- tf^7V=A- 3, (2, 4, 6-M)^f/V7x = 

*0 epp [2, 3-b] tryi?>\ &tf 

3- (2, 4-^dq7i=:;1/) -5-^f;l'-7- ( 3 -^^fvb) 7?y 

--fyt^ft)/^ [4, 5-d] bfy^v^ 

C 1 - 1 o7^/i/MOtC- t 7/^;Hitt > tix^in, 1 0&t7l 
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v'i'B/n tf/i/I, t/-y n y^S. fy d^^t^S, n^^/vgft^ 

C n i C i-, Z^^HiJS^- Ifc^H^ t LTV^ 

p y^vM v-y p^^vt^ ^y n^^^u ^ *?->vmi£ if 

C .-.T^a ^r^mtft. 1-6 ©jSftttXtt^i&i^T^ ^g^jg 

U y h3r^g N ^h^e/g. ynjK^g, yh^g, 

^^->/V^-df->S N Wy^Ptf^rv'^ ^y^V^v'S, l-^^vuy 

C,- 6 7^ftSiit, ^^Cl ~ 6 ©SittXtt»ti«7/^;Vf 

^^rf, y-^vu^yi-g, y nt f^^ ^^^S. 

TV-»mti. y^^yuS. y-y^£^i?fcO. Uil<H:7x^HT^ 

- y yw* p ^ * 4 - y n a 7x =^£ N 2 - y ?vuy * =yWgfr ^ 
rf ?>ix-5„ 



I 



WO 02/19975 - PCI7JP01/D7537 

12 

A-g, 4 ->f y^0 tf/V7iz;l/S, 2, 4, 6 - h JJ * f/>7 x 

-^Ss 2, 4— ^nn7x=^S, 2, 4-^7*0^7x^1, 2, 4, 
g-h!J^BD7x=M, 2-^^-4-^ h=3r^73i^^S, 
P tr/l^i^g, 2, 4 -v^ h*v'- 6-7v*7*~jU^ z-t^jV- 
4-^ fdr^7oc^/^ 2, 4—5?* Y^ls? 2-7*B^-4, 6 

I^S^ats/uS, 2-^nn-4-p« ^^ri/7^^^S, 2-7*d^~ 
4--fy7'Pf;l'7x-;l'S % 2-^PD-4, B-S?^f*7xs^S, 2- 

RF l§^r>i?^ hOTkSJ^ (ljjtfpifc, 2zMfl^ l/2zMj}& % 3 
TKftfe^if) i>S$.tiZ 0 C R F 1 §f flcj y ^ h A'^I^Srt 

a/l^a hnf >»Hi@T (CRF) tt«*TI»**©#S^7'^K-C*>5. 
ft"*T»frbftttJ£;h,fcCRFtt % TS*©CRFg*flct3(t^-u T"fi#a*fe 

ik^^m^Aftm^/^e^ (acth) ©flcta&tej'H-s. TSdc^fescm • 
^ atas ^ns, c r Fg^fmjja&trFafro&tr t> -jg$*ssB«> b fix 

*5>9, W^Llf, CRF^-f ^2g^SS^«:^RU { #^<S^r^^L-CV^S 0 .-et 
T, K^Lfcipt-, CRF^^yifgfflc (CRF1§^) 



WO 02/19975 " PCT/JP01/07537 

13 

lB<D%Wlk\Z.i>&&LXy y >*Z. t&V&mZtlX^Z (FASEB 12, 287 
-2 9 7 (1 9 9 8) ) a*, ^^*3tt5CRFO^illfi*^e>^tC^JxTVN 

#5&^©W^$B\ CRF lM7y?^ b£%$bj£&£-t- 

LTfiCRF lg^«c^^#ffiSr^r-f5-f^TO<k^^tf 0 CRF 
h P If ^ttJ^/P^-^- (CRH) % ACTH&ttJB^fcS^firr/i^ 
aMyyiUlX'feJ), ^iqOCRFg^^T^^^-^ MJCRHM 

if <o a wt?^ $ *i5 liMaswkas Sri-* lt v^ 5 

tf>0. 000 1-1 011%, ^JKliO. 0 0 1-511%, Mfc£f£L< 

14 0. 0 0 1~llI%T'S)5 o 0. 0 0 0 1 Ii%*ifttf 

#Xt£<, 1 omfi%?:j@xLSim©iE-a'^t^MT-M^U-^ffl|8^/j:5 

#3§ W<DW%m li. ftmx tt& a x®5--f 5 r i ^ x-# 5 o 

«u cRFis»y^J-^h, #j;ttf-jr£ (i) ©jt^*^^^ 



WO02/,!>!>75 PCT/JP01/07537 

ft if©ft»«ariE«i % ai^ttfcWft art ltsaw- 5 i tas -ertg-efes^ 

(I) ©fc£tt, *«SI±ML5 5i!fr (R#ffl % 3*£au jjj)«*g % ft!**!, 

■CSfi-eBJELfc. fcfc, *©/<9 7^^§|^SrfpJ!|u 1%BSA«Jdpbs 

I gGtiift^RJS^fc. -tOft, ABC standard kit ? 
*-) AEC substarate (V^) ^ffiV^-C^fe$-it7c: 0 



WO 02/1997S 

-f •7E.J&&m#> ktifc (11), 
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IS) fc/BWCJ&^&frfcofc. 
mft2®n<Dm&fifcMm$:. 1. 5X10 4 c e l l s/we 1 lift 5 J: 9 

-£©^ CRF1^7^^X]>1?M2- [N- 
4Wy/n^7x=/I/) - 4 - [4- (3-7;U*n 

2, 3, 6-ff7t KPtfyv?y-l-^;>] 

$i?>*mi&\zmiMV7 2f%f®mm%n\\ «n»T«*©injfiftfece 1 1 

counting kit (fnftMIg) &/BWC»j£Lfc. 2o©I^5 CR 
Flg*ft7y^^fO*||[ (0. 3 M g/mK Ug/ml) (D^Z^zT 

(O. D. 4 50nm/6 9 0nm) &SI£Lfc 0 MJfc&k ^DJ33 
»0. 25~8X10'cells/well W1fcB-CjEWffiHKffiflS»«> fe;jx5 

CRFlSgft7>^^h-efe52- [N- (2-^^;^^- 
-4->fyyp^7x=;V) -N-xf/W7 5y] -4- [4- (3-7Aoj- 
D7xs;l/) -l, 2, 3, 6-xh7k trjJS^-l — fyU] _ 6 _^^- 

®Wfi^3we 1 1 (DW-XimVhZ. #IStCRF1^7>^^ 

5 r t , ^i:crfi g^«£T =r = * h ^^ftafiimsiffitt^ft 5 
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CRF l^tUWris**-* K c R F 1 ^M&TV? =r=* hf£&£r 



^ 
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II * <o U ffi 



1. CRFlSf^T^^ h&imf&ftt-fZif^M. 

A— Z (I) 

Ali^CHR'R' R'XTJ^R^I^-XttM^oT^M^, C.-.,7^ 

SSNR'R* (5^ R , ».0 { R I r±H(n3tl^aT-$>5) T'3c£*l,5g, 

snhchr'r 1 (a;*, R'xotR'ftistii^s) t-s^tiss, 

i~) T-^£*L£g. 
*/nj5 y / 



Ar« 




N 



z fiTSS; (III) ~ (vin) 
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~\ /,** no 

N_< N-Ar 2 
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E— N 




A r 'fi^D-^^lg^ Cx-sTA'tr/V^ C l -i7;Vn^v'l, C.-.T/I'W 

R 7 R^R B i4i^-xB:^!&oX7k^ig^xttc,- 6 r/^i'S^-r) -e^stis 
-evil, ^y^gt, ey$v>>s N tru^s^su -fy /Hk 

EISNXttCHSr^L ; RXt 

3. HlllES:(III)T-S^tb5— xo^giS 
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4. Buia^:(iv)T-ig$n§^-^Dg^^ 
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Ar2 



Ar 2 



5. Bu!3^:(V)-C^$H5^xn^Sd5 



2- [N- (2-^^^-^--4-^y7 p aeyU7ac=/W -N-ac^vl'T $ 
-4- [4- (3-7^^-n7oi=yW) -1, 2, 3, 6-f f7kKof 

2- [N- (2 -:7*P*- 4 — f y/pf/l/7x=;l/) -N-^fvl'TS;/] - 
4- [4- (Z-7jvjru7zL~j\s) -i, 2, 3, 6-r h7t Kaf y 

2- [N— ( 2 - ^ f /I'f t- 4 -/f V7°n ^71=^) -N-if/P7 5 
/] -4- [5- (2-^f^7i^) -1, 2, 3, 6-r h7t Knlfp 

v 5 ^- 1 — (./Ul - 6 ^Vf V 5 v 5 ^. 

6- [4- nu? 3l=-jU) -l, 2, 3, 6-T t«7t KofJJv'y- 

1 — f/Kl -2-><^-/U-9- (2-^f/l'ft-4-'fy7'pf^7i=/l') 
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4- (N-^fyV-N-xf;l/7 5/ ) -2, 5 -v 5 ^ ^vl'- 7 - (2, 4, 6 

- MM^/U^^/V) — 7H — If o n [2, 3-d] fJJ^v^ 

4- (N-^-N-xf;V7 5/ ) -2, 5, 6 - M> * 5vl^- 7 - (2, 

4, 6-MJpt^7*-^) -7H r tfPO [2, 3-d] 

7- [If*- (2-^ h^r^^/W) 7?/] -3- (2-^^-4-^ 

Dt/l/7x=;V) -5-^^-3H- [1, 2, 3] h !J 7/o [4, 5- 

d] truss?:^ 

2- 75/-4- (2, 4, 6- 

h9^^-/>7aa=/U) T$y-6-p<^/l'- [1. 3, 5] YVTVls. 

4- (N— 5^ xi-fn \?/U*?-/l'-N-zfu \f;V) 7$/-6- (2, 4, 6- 
h!)^pn7x^V) 75;-2, 5 -S?;»^7HfJJ ^ 

5- ^0P-4- (N-^oynWf^- N— Zfu fcf/lO 7S/-6- 
(2, 4, 6-M)^an7i-/V) 7 5 y - 2 - ^ fvHf !> 5 i?V s 

2— [N- (2-^n^-4, b—^^Y^-yy^.—^) -N-^^/V] 75/ 
-4, 6-S?*77H?JJ 5 

2- [N- (2 -7***- 4, 6 hdf-V7ai— /P) -N-xf;u] 7U 
-4-/^-6-^*))/- [1, 3, 5] MJ7^ 

7- (2-/n*- 4, 6— 5?* h^rS/^as^V) —2, 4-^f/V-7H- 
Ifno [2, 3-d] 

7- (N-v'^P/Pb'/Mf;l/-N-7Dlf/V} 75/ -2, 5-v?;*fvV- 

3- (2, 4, 6- h y ^^7*=^) -2H-tT^^P [4, 3-d] try 

4- [N- { \ -^/Vy'xJ^jv) 7$/] -2-^^-8- (2, 4, 6- 

4- (N-S^ p/p f/^^^/U-N-7"P tT/UT5 / ) -2-/<?vV-8- 
(2, 4-^do7i=^/) 3r./ !J >\ 

5- *3vV-7- (N, N-i^/a tVV7 5 /) -3- (2, 4, 
/^i^^) ^/ [3, 2-b] bT!J5?>\ 
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7- -5-^^-3- (2, 4, 6-MJ^^ L /l'7 

^)V) [a, 5- a] fP^i?^ 

7- (N-^^-N-^^/WT$y) -2, 5-^5^-3- (2, 
^od^^^/V) f7^n [1, 5- a] \?V$.i?Z/ s 

7- [N— (2-^ h^r^ai^) -N-Zfa ¥/\sT5. /) -2, S-v^^vU 
-3- (2, h=¥v'7*-yw) If^/o [ 1 , 5- a] tfH^, 

7- [N- T 5 /] -2, 5 - /* ^VP- 3 - (2-^ 

f/l/-4-^^7*=^) 1^7^o [1, 5-a] 

4- (N— P^P tf/M^Vl'-N-^Pfcf/l'T^y') -1- (2, 4, 6- 

3- (2, 4 — i** o cf7^=./U) -5-/ 7 - (N, N-i?/af;l/7 

^y) foa [1, 2-a] tfy5v>>\ 

6- (2-^oo-4-/ h^v^7x=/V) -9— Vf? W^v 8 

5 -J^/U- 3 - ^ ^/U- 4 - ( 1 - ;* 5vK7*?vU-) -1- (2, 4, 6-MJ 
^Pn7s=/1') -1, 3a, 4, 6a-rh7t Ko/{$yy [4, 5-c] 
f7/- ;K 

3 ^/W— 4— -1- (2-^0^-4- 

-fy/nlf^i^) -1, 3 a, 4, 6 a-f b7fc Ka-f [4, 5 

-c] If7/-/K 

3— [ (R) — (l— h*^*^) 7"P^] -5-^^-7- (2, 4, 
6-hy^f/V73:=;V) XS/-3H- [1, 2, 3] h'J7/n [4, 5- 

d] try 

3- (l-T'ntf^) -f^jV- 5 7 - (2-7'n^E— 4 y7°D f 
h^rv'^^/U) 75/-3H- [l, 2, 3] h!J7/o [4, 5 
-d] If P =■ v>>, 

1- (I-jl^vv) 3/p fyv-- 6-^^-4- (2-^an-4, 

^7x=;i/) r^y-iH- [i, 2, 3] hyyyp [4, 5-c] fp^y, 

1- 7'ot>-6-^f/l'-4- (2, 4 — V'-yu^yx.^/V) 
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75/-1H- [1, 2, 3] h!)7/D [4, 5-c] 

1- (1 -y h^y^vv) •fnHfr-S-tf-fl'-A- (2-y^/P-4-y 

Y**y73u~)V) 7?y-lH- [1, 2, 3] h57/n [4, 5-c] 

.-}•/ 

4- (l-y h^fyfvl'- 2-y h^iW?/) -2, I-^^^JV- 

8- (2, 4-^DP7x=/l') -f^ya [1, 5-a] [1, 3, 5] h 

5 7 - (N, N-^ntf/VT^y) -2-^^/W-3- (2, 4- 
^BP7i^v) [4, 3-b] fD^V, 

3- (2-'^n ; e-4— fy^ntf/V^x-zH 
-f7'/n [4, 5-d] 

9- (2-^^- 4-^ y^n tf^V>'3i=/V') -6— (N — p7d tV^y 
^/W-N-yn tfyV'T^y) -2, 7-S?yfvW-7, 9-^tKn^!)V-8 

9- (2-^13^—4-^ y^ntf/U7 si -6— (N-v'^ n^n if^y 
f^-N-7n^7?;) -2, 7-^^-7, 9-i?t K^!)V-8 

4- (l-^^/U^a^^^) -2, 6-^^-2- (2, 4, 6- VIM 

4-^7^-/^-3, 6-> ? y^/i'-i- (2, 4, 

/!✓) fup [2, 3-b] fpv 5 ^ l^tf 

3- (2, 4-^DB7xx;l/) -5-^^-7- (3-^O^/V) 7% J 
— ry^f-V-^ C4, 5-d] h"Hi;y 

56*e> 4 b sir $ n 5 r t «r»a 4 -r 5 s»*« 2 ism© sw. 



7. W^I^Mii©Vcfc(DCRF l§^7y^=f^ ftDM. 
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8. CRF 1 ^§#7^ hi^il) 

A— Z (I) 

Att^CHR'R 2 (5t*. R 1 RVR t l3.m-XttmteiX#.mm : f; C.-,.7/V 
Ci-ii/^nT'A'^ryi'S, C 3 -.J/^b7;1'^C 1 -i»7^^1'I > Ci- 

SNHCHR'R 8 (5^. R'&tfR'ttgfilBfcls^T-fcS) X'i^nSS, 

1") T'f^^S, 

y / 

TIB^(II) 



(5^, Ar'tt^oy^Jg^, C,- 9 7^^/l'S, Ci- B 7;V3^^SX(;h , J7 
L< teg&g£WL^7y-;Pg;5m^xn7y-/i'g£^-f-) "Ci^^S 

ziiTfas: (in) ~ (vni) 




N 
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,R 4 



Q 2 C-Ar 2 




— N 




"A // N no 



Ar* 



R 



0« 



E— N 

(#5$;«t\ 
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Ar'liAnyyjg^ Ci- 6 7;V=¥M, Ci-eTVl'^afv'g, Ci-«7;^^f 

ifi^ if y s?^sl try ss^s* trsj^s^a* -< y**f-y-/i^ ^y 

> 



9. Bufe^ttiD-e^tis^nMas 
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8 E2i&©&ffl„ 

10. Buf35£(IV)T*S£;ftS^XOggtfS 
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R 




1 1 . ftijiass (v) t?« £ ft 5 n 



Ar\ R'&UtR'liilfiiafclWeifcS] OV^fiX^fcSi t*mWi 

2- [N— (2 — ^T/^T^-- 4 — f y7"0lf/P7x^) -N-^^/WT^ 
/] -4- [4- (3-7;U*o7i=/l') -1, 2, 3, 6 -=r \ 7 t Kp tf 

2- [N— (2-^o ; e-4-'fy7 , ne;l'7i=;l') -N-xf;VJ5 /] — 
4- [4- (3-7Mo7i-^) -1, 2. 3, 6-f b7t KnfJ^y 

2- [N- (2— ^fW-4-07'oW7x^) -N-xW^ 

-4- [5- (2-^^7cc^/l/) -1, 2, 3, S-^h^tKnlfy 
i/ V- 1 - -f /V] - 6 - * *J-fr t° y $ v? V, 

6 - [4- (4-^pp7i^) -1, 2, 3, 6-7h7kKat!)^7- 
-2-^^-9- (2-^f;l'ft-4-'{y7'Df/l'7x=yU) 




N_N 



N, 



R 5 



J 
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4- (N-yf^-N-if^7?;) -2, 7- (2, 4, 6 

- ^^^7^=/^) -7H-tToP [2, 3-d] l^H^^ 

4- (N-^fvU-N-^/W^/) -2, 5, 6-hJM^7l'-7- (2, 
4, 6- -7H-tfoo [2, 3-d] tT9 5S?^ % 

7- [f^.- (2-/- h^i/^/V) 75/] -3- 

d^7i^) -5-^f;V-3H- [1, 2, 3] FPT)/ci [4, 5- 

d] try 5^x N 

2- (N-^n^PWf^-N-/a^) 757-4- (2, 4, 6- 
h 9 r57-6-^f;l'- [1, 3, 5] M>7S^ 

4- (N - P 7" o t'/V^ f /1/-N - y P t/V) 7 5 / — 6 — (2, 4, 6- 
^5^ao7t^) 7 5/- 2, 5-^f;H^!Jv^y> 

5- ^oD-4- (N-v'^n7°Dtr>»Vp<^/V-N-7 p nbryV) T5/-6- 

(2, 4, 6- mj ^ o D7s=/i') r 5 /- 2 -/.^/vtry $ v f ^ > 

2- [N— (2 6-v*/- Y ^-x/y — N— J^/KJ 75; 

-4, 6-v>/.9vn=°y 5$^ 

2- [N- (2-^0^-4, 6-^7 h^rv'7i^/W) -N-^-fvl/] 757 

-4-7^-6-^/1^*1;/- ti, 3; 5] f-y7^>- 

7- (2-^o*-4, e-v^n^^i^) - 2, 4-^f^-7H- 
tfon [2, 3-d] y 

7- (N-^ o^olf/W/^/U-N-^P lf/V) 75/- 2, 5-^/^/^- 

3- (2, 4. 6- MJ ^f/l'?!^) -2H-f7 , /n [4, 3-d] fy 

5 

4- [N- (1 -rc^/i^n tf/U) 75/] -2-/^/^-8- (2, 4, 6- 

4- (N— >^ n:/ptr/V/^-N-:/p£7l'7 5/) -2-/^-8- 
(2, 4 -v>^ f n ^ai^/l^) ^r/IJV. 

5- /^/U-7- (N, N - V o tT/UT" 5 / ) - 3- (2, 4, 6 - h !) 7 
;V7i-yv) ^/ [3, 2-b] tfy-^V x 



WO 02/19975 - PCT/JGP01/07537 

31 

7- (1 -^^VW^otK^v') - (2, 4, 6 - Y V ^f/U7 

zxl~/u) \fv-/u ci, 5- a] try*?; i', 

7- (N-^yU-N-cc^/U7*.y) -2, 5— (2, 4-i? 
^PP7i=/V) tf^yn [1, 5-a] fy*.^, 

7- [N — (2-^ h^-^^/V) -2, 5-^=?%^ 

-3- (2, 4~S?^ If^yo [1, 5-a] tfy*i*> % 

7- [N- (l-xf/l/T'Plf/l/) 7$y] -2, 5-i?*7-A'-3- (2-^ 
J-A'-A-tYZcx/y^—jV) \fy^/n [1, 5-a] tfy^v^ 

4- (N-i^ n7"o tf/M^vV—N-^n W'y) -1- (2, 4,. 6- 

3- (2, 4-^DD7i^) -5-^^/W-7- (N, N-^Pf/H 

foo [i, 2- a] t-y*?;^ 

6- (2-^np-4-^ h^V7*=/v) - 9-?;^ p7"o tf/V-;* 8 
-^/V^y i/ x 

5- ^^/U-3-p«^/W-4- ( 1 - ^ ^/P) -1- (2, 4, 6- b>J 
^ po7x=/P) -1, 3a, 4, 6 a-x h7t Kn-f [4, 5-c] 

5 -ji^vP— 3 -^^VU— 4 - (1 —J-^fr-rj-jV) -l- (2 -"^P^e- 4 - 
-f V:7°P fc'/l'?^;^) -1, 3a, 4, 6a-7h7kKP^*^/ [4, 5 
-c] tr?jA-;K 

3 - [ (R) - (1-^ h^i^^/V) :/p£>] -5-^^/P-7- (2, 4, 

e-i y t^/uy^^u) r^-3H-.[i, 2, 3] hyryn [4, 5- 

d] fU 

3- (1-70^) ^^^-5-^ f-fls-l- (2-/P*-4-fyyPlf 
;P-6-p< h 3- *>:7 7$y-3H- [l, 2, 3] h!)7/n [4, 5 

- d] ey *i>^ x 

1- :/n t°/U- 6 -*?vU— 4- (2-^pp-4, 6-2?^^- 

^7x^;U) [1, 2, 3] I^T^p [4, 5-c] fJJv 5 ^ 

1- 7 , BtT^-6->f/U-4- (2, 4-v ! 7'd*7i=/I') 



I 
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757-1H- [1. 2. 3] hVTytJ [4, 5-c] tTPi?^ 

h^V^^U) 75;-lH- [1, 2, 3] h5 7'/n [4, 5-c] t°!> 

4- (1-^ h^ri/^^-2-^ f**/xW5;) -2, 

8- (2, 4-^OB7i^) -t7'/o Cl f 5-a] [1, 3, 5] h 

5 _^^ /V _7_ ( N , a-^n\f;VT%J) -2-^^-3- (2, 4- 
i?^P7x=/l/) tf7'/n [4. 3-b] fcrjJS?!', 

3 _ 4— <f - 5 f-fl^— 7 9 / 

-fT^ti [4, 5-d] tT9 5^-2-^-*^ 

9 _ (2— /p^- 4 --f y^ci ^ —6- (N-v-^n^P W 

^-N-/pW?/) -2, l-*J*?-fl'-7, 9-^tFP/!JX-8 

9- (2— 7*n*- 4— y^P tT/U7^=/V) -6- (N— n;/n tfvuy 
fvU-N-:/u tf/UT5/) -2, 7-^^-7, 9-S>fc 

4 _ ( i -^fvl^nTtf ~2, 6 - ^7U- 2 - ( 2 , 4, 6 - hV /■ 

f/v7 ^vO try 53?^, 

4-^7^-^-3, 6— 5^fvV-l- (2, 4, 6- YD }=J->V7^~ 
jV) [2, 3-b] 

3- (2, 4-^nn7i^) - 5 -y^- 7 - {B—O"?*') 7 ? / 
->f VttW—A' [4, 5-d] tTJJ^^V 
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flS^I (jig/ml) 



fll^tbl : 2- [N — (2-^f^-4-- ( y^PW7 3 :=/H 
N-i^r?/] -4- [4- (3-74-*n7x=*) 
1. 2, 3, 6-f h7t KotrjJi^i — 1 — f /V] - 

* : P< 0. 0 5 

*** : P<0. O01 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP01/07537 



A. CLASSIFICATION OF SUBJECT MATTER 

Int.Cl' A61K7/06, A61K45/00, AS1P17/14, A61P43/00 // A51K31/506, A61K31/519, A61K31/505, 

A61K31/47, A61K31/4365. AS1K31/472, A61K31/4188, A6UQ1/437, A61K31/S377, A61K31/52, C07D215/42, 

C07D217/22, C07D239/42, C07D239/48. C07D401/04. C07D471/O4 , C07D473/34, C07D487/04 , C07D495/04, 
C07D498/04, C07DS13/04 

According to International Patent Classification (PC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int.Cl 7 A61K7/06, A61K31/00-80 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS (STK) , MEDLINE (SXH) , JOIS ( JICST) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 

y 



x 

Y 



X 
Y 



PX 



Andrze j Slotninski et al . , "The expression of 
proopiomelanocortin (POMC) and of corticotropin releasing 
hormone receptor (CRH-R) genes in mouse skin", 
Biochim. Biophys. Acta (1996), 1289(2), 247-51 

Rose J . et al . , "Adrenocorticotropic hormone (ACTH) 
but not alpha- melanocyte stimulating hormone 
(alpha-MSH) as a mediator of adrenalectomy induced hair 
growth in mink", J. Invest. Dermatol. (199a) , 110 (4) , 
45G-7 



JP 11-180958 A (YAMANOUCHI PHARMACEUTICAL CO. 
06 July, 1999 (06.07.99), 
Par. No. 10013] 
(Family: none) 



LTD.) , 



WO 01/042247 Al (EISAI CO. 
14 June, 2001 (14.06.01), 
entire description 
& JP 2001-233876 



LTD.), 



1.7 
1-12 



1.7 
1-12 



1.7 
1-12 



1,7 



Further documents are listed in the continuation of Box C. Q See patent family annex. 



* Special categories of cited documents: 

"A* document defining me general state of the art which £s not 

considered to be of particular relevance 
*E* earlier document but published on or after the international filing 

dote 

°L" document which may throw doubts on priority claim's) or which is 
cited to establish tbo publication date of another citation or other 
special reasra (as specified) 

°0* document referring to an oral disclosure, use, exhibition or other 



°f document published prior to the mternatkiDal filing date but later 
than the priority date claimed 



T later document published afttr the mtemabonal filing date or 
priority date and not in conflict with the application but cited to 
understand the principle- or theory underlying the invention 

"X* document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

*V* document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 

"A* document member of the same patent family 



Date of the actual completion of the international search 
30 November, 2001 (30.11.01) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Date of mailing of the international search report 

11 December, 2001 (11.12.01) 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP01/07537 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No. 

~ Y WO 98/42699 Al (Taisho Pharmaceutical Co., Ltd.), 1^12 
01 October, 1998 (01.10.98), 
entire description 

& BP 976745 Al & AD 9865175 Al 

& JP 11-22856B & US 6187781 A 

Y JP 2000-63277 A (Taisho Pharmaceutical Co., Ltd.), 1-12 
29 February, 2000. (29.02.00), 

entire description 
(Family: none) 

Y JP 2000-86663 A (Taisho Pharmaceutical Co., Ltd.), 1-12 
28 March, 2000 (28.03.00), 

entire description 
(Family: none) 



Form PCT/ISA/210 (continuation of second sheet) (July 1992) 



i 



PCT/JP01/07537 



Int.Cl.' A61K7/06, A61K45/00. A61P17/14, A61P43/00 // A61K31/506, A61K31/519, A61K31/505, A61K31/47, 
A61K31/4365, A61K31/472, A61R31/41B8, A61K31/437. A61K31/5377. A61K31/52, C07DZ15/42, C07D217/22, 
C07D239/42, C07D239/48, C07D401/04, C07D471/04. C07D473/34, C07D487/04, C07D495/04, 0070498/040)70513/04 



fi£«rftofc£/N8gJB (SUftlfag (I PC) ) 
IntCL' A61K7/06, A61K31/00-80 



CAPUB (STN) . MEHJNE(SnO , J01S (J1CST) 



X 
Y 



Andrze j Slominski et al. , "The expression of proopiomelanbcor 
tinCPOMC) and of corticotropin releasing hormone receptor(CR 
H-R) genes in mouse skin", 
Biochim. Biophys. Acta (1996), 1289(2), 247-51 

Rose J. et al. , 'Adrenocorticotropic hormone (ACTH) .but not a 
lpha-melanocyte stimulating hormone (alphaHOO as a mediato 
r of adrenalectomy induced hair growth in mink. 
J. Invest. Dermatol. (1998), 110 (4) ,456-7 



1,7 
1-12 



1.7 
1-12 



foj q^tjrsra*. ma. m^^nR.-f-^m. 



BKBggfc&T Ufc B 



3 0. 11. 0 1 



11.1 2.01 



B#@ttliW? (I SA/J P) 
SM&S-fi- 100-8915 



03-3581-1101 



4 P 



9 7 3 7 



3 4 9 2 



a^PCT/ISA/2 10 (12^) (1 9 98^7^) 



i 



PCT/JP01/0 7 5 3 7 



x 
y 



PX 



JP 11-180958 A 

6. 7£ . 1999 (06. 07. 99) [ 0 0 1 3 J Sri 

WO 01/042247 Al C^-UV £&£#:) 
14.6^.2001 (14.06.01) 
&JP 2001-233876 A 

WO 98/42699 Al Cfc3E§!!2gl*5$£lfc) 
1.10J.1998 (01.10.98) 
6EP 976745 Al &AU 9865175 Al 

&US 6187781 A 

JP 2000-63277 A (*;E®!3i#afc£&) 
29.2J3.2000 (29.02.00) JcU&fi 

JP 2000-86663 A (*EW&5S;£tt) 
28. 3 J. 2000 (28.03.00) 



1,7 
1-12 



1,7 



1-12 



fiJP 11-228568 A 



1-12 



1-12 



I SA/2 1 0 (Sg2^— v?eo^§) (I 998f 7fl) 



